INTRODUCTION

Sulphonamides and trimethoprim [~,~-diamino-~-(~,~,~-trimethoxybenzyl)-pyrimidine]
are known to block two sequential steps in the folate metabolism of micro-organisms (Woods, 1962; Hitchings, 1969 Hitchings, , 1973 Bushby, 1969) . The biochemical pathways that are inhibited by these drugs have mainly been studied under aerobic conditions. Sensitivity tests have also been carried out aerobically. The changes in the metabolism of facultatively anaerobic bacteria which occur when the bacteria are grown under decreased oxygen tension have been poorly studied and understood.
The following investigation shows that some bacteria in vitro can avoid the activity of sulphonamides and trimethoprim when they grow in a tubed semisolid medium.
M E T H O D S
The bacterial strains studied were isolated from clinical samples. The type strain, Staphylococcus aureus ~209, was obtained from the Food and Drug Administration, Washington D.C., U. S. A. The standard coagulase, phosphatase and mannitol fermentation tests (Baird-Parker, I 966) were made on the staphylococci. The enterobacteria were identified with the aid of the usual biochemical tests (Virtanen & Kasanen, 1962) . Drug-sensitivities were determined using Ericsson's disc technique (Ericsson & Sherris, I 971).
Wellcotest medium (Wellcome Reagents LDT, Beckenham, Kent) was employed for sensitivity testing. Solid medium was prepared by dissolving 32 g of dry substrate in I 1 distilled water. Semisolid medium was made by dissolving 6 g of the Wellcotest substrate in I 1 peptone-free infusion broth. The batch of broth employed was tested and did not contain sulpha-or trimethoprim-inhibitors. Semisolid medium (9 ml) was tubed into 16 x 150 mm test-tubes.
The bacterial strains were grown in nutrient broth overnight. For inoculation, the staphylococci were diluted I : 250 and the enterobacteria I : 1000 in the peptone-free infusion broth. A loopful was seeded on the solid medium. The semisolid medium was kept at 50 "C, inoculated with I ml diluted bacterial suspension, and immediately cooled. The cultures were incubated at 37 "C and inspected after I and 2 days. 
Sulp ham e t hoxazole and t r ime t hopr im inhibit ion 147
Staphylococcus albus
Sensitivity was determined after 24 h, as described in Methods Sensitivity was determined after 24 h, as described in Methods. 
R E S U L T S A N D D I S C U S S I O N
The minimum inhibitory concentrations of SMX and TMP for staphylococci are shown in Table I . Figure I illustrates the inhibition of bacterial growth in the upper part of the semisolid medium. The concentrations of sulphamethoxazole in the tubes numbered I to
